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DECLARATION UNDER 37 C.F.R. S1.132 



I, Iwao OJIMA, declare the following: 

1 . My curriculum vitae is attached. 

2. As described in the examples of the above-referenced patent application, omega-3 fatty 
acid - second-generation taxoid conjugates were successfully synthesized and evaluated for their 
in vivo anti-tumor activities against the drug-resistant pgp(+) human colon tumor xenografts 
DLD-1 and the drug-sensitive human ovarian tumor xenograft A121 in SCID mice. In the 
experiments using the paclitaxel-resistant, pgp(+) DLD1 human colon tumor xenograft 
implanted s.c. in SCID mice, paclitaxel and DHA-paclitaxel (Taxoprexin^) were totally 
ineffective . In sharp contrast, DHA-SB-T-1214 caused complete regression (CR) of the DLD-1 
tumor in 5 of 5 mice at the 80 mg/kg dose administered on days 5, 8, and 1 1 (240 mg/kg total) 
(tumor growth delay >1 87 days). Figure A, on page 6 of the instant declaration, illustrates these 
results in graph form. 
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findings on the distinctly superior efficacy of DHA-SLb TA2I4 over paelitaxel and DMA- 
paehtaaei against nn.rhidrug resistant colon toraor xeongralt. .OLD-] As the graph and table 
clearly Indicate, DHA--SBT- 1 2 I a resulted In significant tumor growth delays or 
regression/eradication, depending on the dosage, as compared to paclua.xe! or DHAmaeutaxeh 
All mice created by paciltaxei and DtlA-paeidaxel at the optima) doses died due to the 
aggressive tumor growth wbhln ] S days after die first injection. In sharp contrast, once treated 

ngbkgbiose x 3 1 1 SO mg/kg/;nieebon) or SO rng/kg/dose fbdowed by 40 mgxiose x 2 1 1 60 rag/kg 
total? may bo the optunal dose. The results tmeunbiguotisiy demonstrate the distinct superiority 
of the see< aaoe r N - on jugate 
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My colleagues and I also investigated the use of different > , , ,\ fatty acids 

12 of instant declaration..;, LA-S.B-T-i2.i3 and LNA-SB-T-12 13 exhibited strong antitumor 
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&ecia ratios of Or. Iwa;? OjUssa 



niM) and auocopherol (2,0 mM), were added. Each stock solution was further diluted before 

fo vo : x v. ^ v - ^ , v 

i.v. via the tail vein, in a volume of approximately 0,4 ml, per 20 g mouse. Each drug was 
administered once a day, using either a q?dx3 or q'3d;<3 schedule, when the tumor mass was 50- 
100 mm 3 . 



regressed or did not reach the pre-set target volume) or early death doe to drug toxicity, were 
treated as censored data. Ail statistical tests were two-sided. 

0. 1 hereby declare that ail statements made herein of my own knowledge are true and that 
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Dated: Jyf^r /jig \ : ; foy : / './ /Wo Ogma " f 
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Applicant: hvaoOfima 
Serial 



Docket No, • § 78-33*) iVl /US 
Dsekrafbrs of Dr. Iwao Ojima 




6 of 12 



Applicant: iwao 0\mi& 
\ i 0/577,573 



I>ecl*r*tk»» of Br. IwaoGjima 



■ 


f 

if 






1000 ■ 
800 - 


II DH/f-SXSC 

ii f 

i ll A ^ 

m HI 






eoo - 

400 • 

2QG - 


f| m i 

iff f t 

in $ / 
i # /,( i 

// $ f 4 




■O- r:xii.::...::-:;?:: 

Zm-Psdi^ 240 
-#~ 0HA-S8T- 


0> 


,::f 1/ / / 







20 j» | 50 f 8(5 70 80 



7 of 12 



AppSksn?; Sv^oOjinss 
Serial No: H)/S??,S?3 



Docket No.: 1 78-330 PCT7US 
I>e«IarM«>« ofi>r. IwaeOjitna 







Dose% 


Daystc 




* 5 ov^ -b 


; Toxicity 




q3slx3 s i.v. 


Dose ! 
(mg/kg) 


irrggkg) 


Median I 


(Contoi 


Delay 






















Vehicle": i 
i < | 






































20 (15-25) 




8 










80 












|DHA--SBT-12I4i 






24 (T?«32) ] 






0/8 


6/8 I 


j DHA-SBT--12 14 i 
















[DHA~SBT~1214] 




SO 













8 of 12 



Applicant: Iwao Q\hn& 
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* , s SB 4 compared with paditax* 

SCUD s smpiamed ^ Panc-1 pancrestsc carcinoma yenografl 
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Docket No.: 1 78 -330 PCTAjS 
DeelaraHoo of i>r. Iwao Ojims 



Ted.de 2, Exp SBG209- in vivo efficacy of DHA-SBT-1214 compared with pachtaxel in 
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Bocke* No,: 178-330 PCT/US 
Dedaratkm of Dr. Iw«<> Gjima 



Figure 3, Antitumor effect of I 
bearing a Pgp+ human colon 



// 
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, 8 and i ! afie.r DLO-'i burna;; eoioo iaincr jfnpjans. PacJItaxtl 
id conjugate, LNA-mxoid coruugiue aod LA-texoid conjugate 

reaicr than 20% body weighs 
20, end of experiment. 



